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[57] ‘ ABSTRACT
Intermediates and a process for the synthesis of 6-

monosubstituted tetrahydropteridine Cé-stereoisomers,
including (6S)-tetrahydrofolic acid. The intermediates
are shown in their two enantiomeric forms as follows:

H
N R,
-~
B I \r
\\\\H N . N
R, 2
3 NH>
R,
N N R;
x ®
| P
R3 o% Z
NH;
Ry
H
N N R;
=
. l \r
! N
H H;N Z
NH>
Ry
N N R
x, S
/1/‘ K \Nr
= _
H 0% \¢
NH»
Ry

wherein R and R are the same or different and repre-
sent hydrogen, methyl, hydroxy, amino, alkyl or dial-
kylamino, alkoxy, benzyloxy, or benzylthio; Rj repre-
sents an alkene, alkyne, cycloalkyl, benzyl, alkyl (substi-
tuted with hydroxy, acetoxy, benzyloxy, alkoxy, alkyl-
thio, amino, carboxy, oxo, or phosphate), a protected
aldehyde, or

i ™
zz—c,—@- N—(CH2),—

wherein n=1 or 2, R4 is hydrogen, formyl, methyl, or
propargyl, and ZZ represents an amino acid or amino
acid polymer. Also, a process for tetrahydropteridine
NS-formylation for the preparation of, for examplie,
NS5-formyl-(6S)-tetrahydrofolic acid.
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